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O The applicant is hereby notified that the international search report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally two months from the date of transmittal of the 
international search report. 

Where? Directly to the International Bureau of WIPO, 34, chemin des Colombettes 
1211 Geneva 20, Switzerland, Facsimile No,: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet, 

[I] The applicant is hereby notified that no international search report will be established and that the declaration under 
Article I7(2)(a) to that effect is transmitted herewith. 

With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

Q the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 
I I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Reminders 

Shortly after 18 months from the priority date, the internadonal application will be published by the International Bureau. If the 
applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the priority claim 
must reach the Internadonal Bureau as provided in Rules 90 bis A and 90 bis. 3, respecdvely, before the completion of the technical 
preparations for international publication. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority 
date (in some Offices even later); otherwise the applicant must, within 20 months from the priority date, perform the prescribed 
acts for entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 

See the Annex to Form PCT/IB/301 and, for details about the applicable time limits, Office by Office, see the PCT Applicant's 
Guide, Volume II, National Chapters and the WIPO Internet site. 
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^SSS™ °* *^^d Search Report 1 
£orm PCT/ISA/220) as well as, where applicable, item 5 
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□ 
□ 
□ 
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3. 
4. 



Basis of the Report 

contained in the international application in written form, 
filed together with (he international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form 

LJ Certain claims were found unsearchable (See Box I). 
LXJ Unity of invention is lacking (See Box II) 
With regard to me title, 

H text is approved as submitted by the applicant. 

LJ the text has been established by this Authority to read as follows: 

With regard to the abstract, 

l>Sj the text is approved as submitted by the applicant. 

I — I the text has been established, according to Rule 38 2fh\ hv .hi. a ,u - 

The figure of the drawings to be published with the abstract is Figure No. 
LJ as suggested by the applicant. 
LJ because the applicant failed to suggest a figure. 
LJ because this figure better characterizes the invention. 



None of the figures 



Form PCT/ISA/210 (first sheet) (July 1998)" 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/IL03/00208 



Box I Obs ervation where certain claims were found unsearchable (C ontinuation of Item 1 ^~^T 

Th,s ^ report nas not heen established in respect o f certatn cla ,ms under Article n (2 )( a ) for the lowing reasons- 
1- □ 



Claim Nos.: 

because they relate to subject matter not required to be searched by this Authority, 



namely: 



□ 



Claim Nos.; 



□ Claim Nos. : 

because they are dependent claims and are not drafted in accordance with the 



Box II Observations where unity of invention is lacking (Continuation of 



second and third sentences of Rule 6.4(a). 



Item 2 of first sheet) 



This International Searching Authority found multiple inventions in this 
Fiease See Continuation Sheet 



international application, as follows; 



slchZc^" SCarCh feeS ^ timC!y ^ * *" ^ report covers an 



2. 



* □ 



did not invite 



As only some of the required additional search fees were timely paid by the applicant thk infem*^ i 

covers only those claims for which fees were paid, specifically claims Nos : "™°nal search report 



Remark on Protest □ The additional search fees were accompanied by the applicant's protest. 

I 1 No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet(l)) (July 1998) 



INTERNATIONAL SEARCH REPORT 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) : C12Q 1/68; C07H 21/04 
USCL 



International application No. 
PCT/IL03/00208 



: 435/6,91.2- 536/23.1, 24.3 
^° rd ^ 0l T!^°!! a }. Pa } ent C[ * ssiflcati ™ ™ to both national classification and IPP 



FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
LLi>. : 435/6,91.2; 536/23.1, 24.3 



Documentation searched other than minhnum documentation to the extent that such documents are included in the fields searched 



ESESLZSE during * e internationaI search (ftame of data base - ■ where >»— *■ 



search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 

Category " ' ' 



"P" 



Citation of document, with indication, where appropriate, of the relevant passages 



Y 
A 
Y 



„ ~ ■ — ~ rr — f a v^x iuwyiuil passages 

en ^^ m ' mxe P tm ^y to m »Itiple sclerosis", Neurobiology of Disease, 
i/(2UU4)pp 131-143 

"Are we there yet?"r Deciding when one has demonstrated specific genetic causation in 
complex diseases and quantitative traits", Am. J. Hum. Genet. 73:711-719, 2003 
US 6,132,977 (Thompson et al.) 17 Oct 2000 (17.10.2000), column 3 and 5 

"In vivo gene expression revealed by cDNA arrays: the pattern in relapsing-remitting 
S?p^SS9 Paliei,tt C ° mpared With n0nnal sub ^ cts "> J - of Neuroimmunolog y ;il6 

"Regulated Secretion in Platelets: Identification of Elements of me Platelet Exostosis 
Machinery", Bllod, vol. 90, no. 4 (Aug 15) 1997: pp 1490-1500 

"Distribution of SoIubIe N-ethylmaieimide Fusion Protein attachment Proteins (SNAPs) in 
the Rat Nervous System", Neuroscience, vol. 107, no. 3, pp. 363-71 (2001) 

2JJJ! Intemati ° naJ 3ml 0f Biochemistry and Cell 



Further documents are listed in the continuation of Box C. □ See patent family annex. 



Relevant to claim No. 



1-35 
1-35 
1-35 
1-35 

1-35 
1-35 
1-35 



Special categories of cited documents; 

document defining the general state of the art which is not considered to be 
of particular relevance 

earlier application or patent published on or after the international filing date 

document which may throw doubts on priority claim(s) or which is cited to 
establish the publication date of another citation or other special reason fas 
specified) 

document referring to an oral disclosure, use, exhibition or other means 

document published prior to the intemationai filing date but later than the 
priority date claimed 



iater document published after the international filing date or priority 
date and not in conflict with the application but cited to understand the 
principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive sten 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 



07 January 2005 (07.01.2005^ 



Name and mailing address of the ISA/US 
Mail Stop PCT, Attn; ISA/US 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No. (703) 305-3230 



Q^p^ B^OtJ^ 011 ^ search report 



"Authorized officer ~ 
Sarae Bausch 
Telephone No. (571)272-0500 




Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



PCT/IL03/00208 



BOX n. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING 

tatES?** i_35 ' draWn t0 3 meth0<1 ° f diagn ° sing a subject with multi P le sclerosis b y differential gene expression of a gene listed 
Group n, claims 3€-60, a method for monitoring the state of multiple sclerosis by differential gene expression of a gene listed in tables I- 

uSTin mbles'T-V 61 " 85 ' a meth0d ° f aS$eSSing ^ efflcacy of treatment of multi P le ^os* "y differential gene expression of a gene 
Group IV, claims 86-93, a kit containing components for determining expression level of a gene from tables I-V. 
Group V, claims 94-103, a polynucleotide array capable of hybridizing a transcription product of a gene from tables I-V. 
Group VI, claims 104-113, an antibody array capable of binding a protein product from the group of genes in tables I-V. 

This application contains claims directed to more than one species of the generic invention. These species are deemed to lack unitv of 
invent.on because they are not so linked as to form a single general inventive concept under PCT Rule 13.1. 

In order for more than one species to be examined, the appropriate additional examination fees must be paid. The species are as follows: 

SS? 5 F.f ^ °„ f ™ entio j\ t where 5** "P«*" is a P^ular combination of sequences examined from the tables 

mthe specfication. For example, each group of one" is a separate species, each group of "two" is a separate species and so forth. 
There are millions of possible combinations available for search. 

The first named invention, Group I, claims 1-35 with respect to the first named gene NAPG will be searched. 

For each additional combination applicant desires to be searched within a claim set. Applicant must indentify the combination and pav an 
add.nonal $210 for the search of a particular method or product that includes the particular combination of genes. COmDmat '° n and pay 



The inventions listed as Groups I-VI do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 
13.2, they lack the same or corresponding special technical features for the following reasons: 

The technical feature that joins all of these inventions is that they are utilized or are differentially expressed genes in multiple sclerosis 
L" OWn at * e i tae ,° f Mention that differentially expressed genes exist in multiple scleroses paden^sSfty ££T' 
see Whitney et ah Annals of Neurology, 1999, v46, p425-8) and thus is not a special technical feature in view of the PCT R^es Group 
I .s the first named invention including methods for diagnosing multiple sclerosis. Group 4 includes the first named product for ' 
determining expressum level of genes, comprising gene NAPG, GenEank U78107 from Table I, which is known. There is no special 
technical feature that joins the first named method and the first named product as the gene of group 4 is anticipated over me priori see 
GenBank accession. The remaining groups include additional products and methods that are not iLed by a unifying S e ll 
as they are drawn to unique product and methods and are so separately grouped. concept 

The species listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13 2 the 
species lack the same or corresponding special technical features for the following reasons: each is drawn to a unique nucleic acid 
sequence or polymorphism that does not share a common structure with the others. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



PCT/IL03/00208 



SeSCS^ 2££I"S* f ° UPln£S .° f S r S ', ther£ a muItiplicit y of < ie ' ^) and the number of which 

™fi^r ^ ^ v , calculated. If applicant wishes for additional genes or combinations of genes to be searched, a fee must be 
paid for each addmonal combmation. If applicant wished to pay for additional inventions, applicant must identify the spiSc g^c or 
combustions by their location within the tables and will be required to pay an additional $210 per gene or gene JoS^on selected 



Continuation of B. FIELDS SEARCHED Item 3: 

East, Medline, STN (medline, cancerlit, biosis, caplus) 

search terms: multiple sclerosis and gene expression, multiple sclerosis and SNAP, SNAP, gamma-SNAP 



L 



Form PCT/ISA/210 (second sheet) (July 1998) 



NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended, it must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped), whether 

(i) the claim is unchanged; 

(ii) the claim is cancelled; 

(iii) the claim is new; 

(iv) the claim replaces one or more daims as filed; 

(v) the claim is the result of the division of a claim as filed. 

The following examples illustrate the manner in which amendments must be explained in the accompanying 
letter: 

1. [Where originally there were 48 claims and after amendment of some claims there are 51]: 
"Claims I to 29, 3 1, 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 15 daims and after amendment of all claims there are 1 1]: 
"Claims 1 to 15 replaced by amended claims 1 to I L" 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in 
adding new claims]: 

"Claims I to 6 and 14 unchanged; claims 7 to i3 cancelled; new claims 15, 16 and 17 added," or 
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]; 

"Claims 1-10 unchanged; claims U to 13, 18 and 19 cancelled; claims 14, 15 and 16 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 

"Statement under Article 19(1)" {Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be in the language in which the international application is to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading 
preferably by using the words "Statement under Article 19(1)." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence if a demand for international preliminary examination has already been fifed 

if, at the time of filing any amendments and any accompanying statement, under Article 19, a demand for 
international preliminary examination has already been submitted, the applicant must preferably, at the time of 
filing the amendments (and any statement) with the International Bureau, also file with the International 
Preliminary Examining Authority a copy of such amendments {and of any statement) and, where required, a 
translation of such amendments for the procedure before that Authority (see Rules 55.3(a) and 62.2, first 
sentence). For further information, see the Notes to the demand form (PCT/IPEA/401). 



Consequence with regard to translation of the international application for entry into the national phase 

The applicant's attention is drawn to the fact that, upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see the PCT Applicant's Guide 
Volume II. 



Notes to Form PCT/ISA/220 (second sheet) (July 1998; reprint April 2002) 



